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Early detection of prostate
cancer: the EAU versus the AUA

recommendations

D. Mortier, MD', H. van Poppel, MD, PhD’

To present a comparison between the recommendations for early detection of prostate cancer in men
without evidence of prostate cancer related symptoms, as proposed by the European Association of

Urology and the American Urological Association.

Prostate-specific antigen screening for prostate cancer has been and still is one of the most controversial
issues in medicine. Recent guideline statements and recommendations have led to further confusion and
controversy regarding the use of prostate-specific antigen testing for the early detection of prostate

cancer.

In this text we try to summarise the different points of view of both societies and the evidence they are

based upon.
(Belg J Med Oncol 2015,9(5).179-82)

Introduction

In the industrialised world, prostate cancer (PCa) mor-
tality varies widely from country to country. The fac-
tors that determine the risk of developing clinical PCa
are not well known. There are three well-established
risk factors for PCa: increasing age, ethnic origin and
heredity."?

The purpose of screening is to reduce PCa specific and
overall mortality and to improve men’s future quality of
life by the detection of the disease in a curable stage
and thus to prevent the occurrence of locally advanced
or metastatic disease.”

The recently updated European Association of Urology
(EAU) guidelines do not recommend widespread mass
screening for PCa but do strongly recommend early de-
tection in well-informed men. The American Urologi-
cal Association (AUA) emphasises shared decision
making, which is a vague concept and difficult to
achieve in real life.

Statements

The AUA has recently released new guidelines for the
early detection of PCa.’ In brief, the new guideline (1)
does not recommend prostate-specific antigen (PSA)
screening in men <40 years (yr) of age, (2) does not
recommend routine PSA screening in men 40-54 yr of
age at average risk, (3) does recommend shared deci-
sion making for men 55-69 yr of age, (4) does recom-
mend a screening interval =2 yr, and (5) does not rec-
ommend PSA screening in men >70 yr of age or in men
with a life expectancy of <10-15 yr.

The EAU has different recommendations for the early
detection of PCa.® The EAU states that (1) early detec-
tion of PCa reduces PCa-related mortality, (2) early de-
tection of PCa reduces the risk of being diagnosed and
developing advanced and metastatic PCa, (3) a baseline
PSA should be obtained at 40-45 yr of age, (4) intervals
for early detection of PCa should be adapted to the
baseline PSA level, (5) PSA screening should be offered
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to men with a life expectancy of =10 yr and (6) multi-
variable clinical risk-prediction tools need to be inte-
grated into the decision-making process.

Discussion

Men aged <40 yr

The AUA does not recommend PSA screening in men
<40 yr of age, which is reasonable as the prevalence of
PCa in this age group is extremely low and none of the
prospective randomised trials on PCa screening in-
volved men <40 yr of age.” In this age group there is no
evidence demonstrating benefit of screening and likely
the same harms of screening as in other age groups ap-
ply. The EAU doesn’t mention this age group, but one
could assume that in silence they adopt this notion.

Baseline PSA in men aged 40-54 yr

The AUA does not recommend routine screening in
men between ages 40-54 years at average risk. In addi-
tion to this statement, the AUA highlights its view that
the likelihood of causing harm is high and that any
benefit is marginal. It appears to have completely dis-
missed evidence (and its own previous view), that a
baseline PSA in men in this age group is highly predic-
tive of future prostate cancer, metastasis and death.
The EAU on the other hand states that a baseline PSA
should be obtained at 40-45 yr, as there is ample evi-
dence that a baseline PSA level above the median PSA
for this age group is associated with a significantly in-
creased risk of PCa-related mortality and diagnosis of
advanced or metastatic disease even 25 yr after the ini-
tial PSA was obtained and that this might be a better
indicator of PCa development than other clinical risk
factors, such as race, family history or suspicious digi-
tal rectal examination.®'? To conclude, there is consid-
erable value in having a baseline PSA in this age group
and it seems as though the AUA has not recognised the
evidence to support this.

Men aged 55-69 yr

The AUA does recommend shared decision making for
men 55-69 yr of age. The decision to undergo PSA
screening involves weighing the benefits of preventing
PCa mortality in one man for every thousand men
screened over a decade against the known potential
harms associated with screening and treatment. The
AUA seems to over-emphasise the harms associated
with PSA screening. They portray the reduction in PCa
mortality as being very minor (1 in 1000). Men should
know that when compared with a man who chooses

Belgian Journal of Medical Oncology

not to have PSA testing in this age group, those who do
have regular PSA testing have a 44% reduction in PCa
mortality over a 14 yr period. This statement, embraced
by the EAU, is derived from the Géteborg randomised
population-based PCa screening.

Screening intervals

There is no evidence supporting a specific screening
interval. In all the prospective randomised trials on
PCa screening, the interval of screening was never a
primary objective. The EAU states that the intervals of
screening should be adapted to the baseline PSA.>7
In an analysis of 1,703 men aged 55-65 yr with a PSA
level <1.0 ng/ml who underwent two screening rounds
in the Rotterdam section of the ERSPC, only eight PCa
cases were diagnosed at eight yr, resulting in an overall
PCa detection rate of 0.47%." These data are similar to
findings of other groups that reported a PCa detection
rate of 0.08% and 0.9% after follow-up of four and 7.6
yT, respectively.'*!° Based on these data, a screening in-
terval of approximately eight yr seems to be justified in
men with a baseline PSA <1.0 ng/ml.

Screening intervals should be 2—4 yr for men with PSA
serum concentrations >1.0 mg/l at 45-59 yr of age,
whereas it could be up to eight yr in men with PSA se-
rum concentrations below this threshold value.!>'* Us-
ing this approach, it will be possible to reduce the po-
tential harms of screening by targeting a high risk
group of men.

The elderly

The EAU states that PSA screening should be offered to
men with a life expectancy of 210 yr."® There is limited
evidence of the effect of screening for PCa in elderly
men. In the Géteborg randomised screening trial, only
1.28% of men who were last screened at 69 yr of age,
were diagnosed with PCa after a median follow-up of
4.8 yr."” In another study, the long-term natural history
of untreated, low-risk PCa was evaluated.”® A total of
40.3% progressed to locally advanced disease, and
18% of men progressed to metastatic disease. The
mean time until development of metastases and PCa
death was 9.2 and 9.5 yr, respectively. 53.5% and 24.1%
of patients who were aged <70 and >75 yr at the time
of diagnosis experienced local progression, respective-
ly, and 24% and 9.2% of the men aged <70 and >75 yr
died from PCa. The study demonstrates that local pro-
gression and death from PCa can develop even in el-
derly men with organ-confined disease at the time of
diagnosis, so early detection and active treatment
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ractice Gui

elines

Key messages for cli

ical practice

1. The purpose of screening is to reduce prostate cancer specific and overall mortality.

2. Prostate-specific antigen screening should be offered only if the patient is well-informed.
3. A baseline prostate-specific antigen should be obtained at 40-45 yr of age.

4. Prostate-specific antigen screening should be offered to men with a life expectancy of >10 yr.

seems to be justified in men with a long life expectancy
independent of chronological age.

The AUA’s strong advice not to offer PSA testing in men
>70 yr misrepresents the fact that many men in this
age group have a long life expectancy and an early di-
agnosis of prostate cancer may prevent their premature
death from this disease. Clearly, not all men in their
70’s are the same but following this advice to the letter
could deny many men the option of avoiding death
from prostate cancer in later life.

To conclude, not age itself but rather comorbidities are
the major factor that should be considered when dis-
cussing screening or treatment of PCa.

The future

Currently, we know that increasing age, ethnicity, and
family history represent established risk factors for di-
agnosis of PCa. To date, PSA is the single most impor-
tant parameter for identifying men with an increased
risk of PCa and PSA screening results in a significant
reduction in PCa related mortality, diagnosis, and de-
velopment of advanced and metastatic PCa.**** To im-
prove the accuracy of PSA screening, multivariable
clinical risk-prediction tools have already been devel-
oped (e.g. the PCPT or the ERSPC risk calculator).?>*
Besides risk calculators, clinical parameters to assess
the risk of PCa such as new serum or urinary biomark-
ers might be used in the future and multiple genetic
mutations have been identified that may be implicated
in prostate carcinogenesis. However, it is currently un-
known how to integrate these discoveries into early
detection practices.

Conclusion

Much progress has been made in the last few decades
with a 30% reduction in prostate cancer-specific mor-
tality since the introduction of PSA testing.’"** And
while we accept that this has led to a large amount of
over-treatment of less aggressive disease, it is clear that
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active surveillance is being enthusiastically embraced
for appropriate patients. Any return towards the pre-
PSA era would likely lead to a reversal in these mortal-
ity gains and we would again see many more men pre-
senting with incurable disease.

This continued discussion on whether PSA testing is
meaningful, is likely to become redundant in the years
to come when better risk stratification with genomic
tools and improved imaging will complement the PSA
test, rather than relying on it alone.
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